Applicants: Roubenoff et al. 
U.S.S.N. 10/020,634 

Listing of Claims: 

The listing of claims presented below reflects the pending claims in the instant 
application as of the mailing date of the final Office Action (i.e., October 5, 2007). No 
amendments have been made herein to the pending claims, and this listing of claims has been 
provided solely for the Examiner' s convenience: 

1 . (Previously Presented) A composition comprising a reduced folate compound and a 
cobalamin compound in amounts sufficient to exert a chondroprotective effect, wherein said 
reduced folate is selected from the group consisting of 5-methyl-tetrahydrofolate, 5-formimino- 
(6S)-tetrahydrofolic acid and 5-formimino-(6R,S)-tetrahydrofolic acid, wherein the ratio of said 
reduced folate compound and said cobalamin is 125:1, and wherein said composition further 
comprises a second agent selected from non-steroidal anti-inflammatory drug (NSAID), a 
steroid, an immunosuppressant, a cyclooxygenase inhibitor or a combination thereof. 

2. (Previously Presented) A composition comprising a reduced folate compound and a 
cobalamin compound, wherein the ratio of said reduced folate compound and said cobalamin is 
125:1, and wherein said composition further comprises a second agent selected from non- 
steroidal anti-inflammatory drug (NSAID), a steroid, an immunosuppressant, a cyclooxygenase 
inhibitor or a combination thereof. 

> 

3. (Previously Presented) The composition of claim 2, wherein said reduced folate 
compound is present in an amount from 0.025 mg to 500 mg and said cobalamin compound is 
present in and amount from 0.0002 mg to 4.0 mg. 

4. (Previously Presented) The composition of claim 2, wherein said reduced folate 
compound is present in an amount from 0.25 mg to 50 mg and said cobalamin compound is 
present in an amount from 0.002 mg to 0.4 mg. 

5. (Previously Presented) The composition of claim 2, wherein said composition does not 
comprise folic acid. 
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6. (Previously Presented) The composition of claim 2, wherein said composition further 
comprises a betaine compound. 

7. (Original) The composition according to claim 6, wherein said betaine compound is 
present in amounts of from 500 mg to 20,000 mg. 

8. (Original) The composition according to claim 6, wherein said betaine compound is 
present in amounts of from 500 mg to 2000 mg. 

9. (Previously Presented) The composition of claim 2, wherein said reduced folate 
compound is 5-methyl-tetrahydrofolate. 

1 0. (Withdrawn) The composition of claim 2, wherein said reduced folate is selected from 
the group consisting of (6S)-tetrahydrofolic acid, 5-methyl-(6S)-tetrahydrofolic acid, 5-formyl- 
(6S)-tetrahydrofolic acid, 10-formyl-(6R)-tetrahydrofolic acid, 5,10-methylene-(6R)- 
tetrahydrofolic acid, 5,10-methenyl-(6R)-tetrahydrofolic acid, 5-formimino-(6S)-tetrahydrofolic 
acid, (6R,S)-tetrahydrofolic acid, 5-methyl-(6R,S)-tetrahydrofolic acid, 5-formyl-(6R,S)- 
tetrahydrofolic acid, 10-formyl-(6R,S)-tetrahydrofolic acid, 5,10-methylene-(6SR)- 
tetrahydrofolic acid, 5,10-methenyl-(6R,S)-tetrahydrofolic acid, and 5-formimino-(6R,S)- 
tetrahydrofolic acid. 

1 1 . (Previously Presented) A composition comprising folic acid or a reduced folate 
compound, a cobalamin compound, and betaine in amounts sufficient to exert a 
chondroprptective effect, wherein said folic acid or reduced folate compound comprises 150- 
1000 mg of said composition, and wherein the ratio of said reduced folate compound and said 
cobalamin is 125:1, and wherein said composition further comprises a second agent selected 
from non-steroidal anti-inflammatory drug (NSAID), a steroid, an immunosuppressant, a 
cyclooxygenase inhibitor or a combination thereof. 

12. (Previously Presented) A composition according to claim 11, wherein said cobalamin 
compound is present in and amount from 1 .2 mg to 8.0 mg, and said betaine is present in an 
amounts from 50 mg to 20,0000 mg. 
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13. (Previously Presented) A composition according to claim 12, wherein said cobalamin 
compound is present in and amount from 1 .2 mg to 8.0 mg, and said betaine is present in an 
amounts from 500 mg to 2000 mg. 

14. -47. (Canceled) 

48. (Previously Presented) The composition of claim 1 , wherein said second agent comprises 
an NSAID selected from aspirin, ibuprofen, ketoprofen, naproxen, diclofenac, and diflunisal. 

49. (Previously Presented) The composition of claim 1 , wherein said second agent comprises 
an NSAID, and wherein said NSAID is not acetaminophen. 

SO 

pK. (Withdrawn) The composition of claim 1, wherein said composition further comprises an 
immunosuppressant selected from methotrexate, azathioprine, and cyclophosphamide. 

SI. 

(Withdrawn) The composition of claim 1 , wherein said composition further comprises a 
steroid, and wherein said steroid is a corticosteroid selected from prednisone and 
methylprednisolone. 

SSI. 

(Withdrawn) The composition of claim 1, wherein said composition further comprises a 
cyclooxygenase inhibitor, and wherein said cyclooxygenase inhibitor is rofecoxib. 

-54. (Previously Presented) The composition of claim 2, wherein said second agent comprises 
an NSAID selected from aspirin, ibuprofen, ketoprofen, naproxen, diclofenac, and diflunisal. 

56. (Previously Presented) The composition of claim 2, wherein said second agent comprises 
an NSAID, and wherein said NSAID is not acetaminophen. 

*J*6. (Withdrawn) The composition of claim 2, wherein said composition further comprises an 
immunosuppressant selected from methotrexate, azathioprine, and cyclophosphamide. 
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yi. (Withdrawn) The composition of claim 2, wherein said composition further comprises a 
steroid, and wherein said steroid is a corticosteroid selected from prednisone and 
methylprednisolone. 

J$$. (Withdrawn) The composition of claim 2, wherein said composition further comprises a 
cyclooxygenase inhibitor, and wherein said cyclooxygenase inhibitor is rofecoxib. 

(Previously Presented) The composition of claim 1 1 , wherein said second agent 
comprises an NSAID selected from aspirin, ibuprofen, ketoprofen, naproxen, diclofenac, and 
diflunisal. 

60. (Previously Presented) The composition of claim 11, wherein said second agent 
comprises an NSAID, and wherein said NSAID is not acetaminophen. 

#1. (Withdrawn) The composition of claim 11, wherein said composition further comprises 
an immunosuppressant selected from methotrexate, azathioprine, and cyclophosphamide. 

pi. (Withdrawn) The composition of claim 11, wherein said composition further comprises a 
steroid, and wherein said steroid is a corticosteroid selected from prednisone and 
methylprednisolone. 

(Withdrawn) The composition of claim 1 1 , wherein said composition further comprises a 
cyclooxygenase inhibitor, and wherein said cyclooxygenase inhibitor is rofecoxib. 



deviously Presented) A composition comprising a reduced folate compound and a 
cobalamin compound, wherein said composition further comprises a second agent selected from 
non-steroidal anti-inflammatory drug (NSAID), a steroid, an immunosuppressant, a 
cyclooxygenase inhibitor or a combination thereof. 

w ^ 

(Previously Presented) The composition of claim #4, wherein said reduced folate 
compound is 5-methyl-tetrahydrofolate. 
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b (Withdrawn) The composition of claim £4, wherein said reduced folate is selected from 

the group consisting of (6S)-tetrahydrofolic acid, 5-methyl-(6S)-tetrahydrofolic acid, 5-formyl- 
(6S)-tetrahydrofolic acid, 10-formyl-(6R)-tetrahydrofolic acid, 5,10-methylene-(6R)- 
tetrahydrofolic acid, 5,10-methenyl-(6R)-tetrahydrofolic acid, 5-formimino-(6S)-tetrahydrofolic 
acid, (6R,S)-tetrahydrofolic acid, 5-methyl-(6R,S)-tetrahydrofolic acid, 5-formyl-(6R,S)- 
tetrahydrofolic acid, 10-formyl-(6R,S)-tetrahydrofolic acid, 5,10-methylene-(6SR)- 
tetrahydrofolic acid, 5,10-methenyl-(6R,S)-tetrahydrofolic acid, and 5-formimino-(6R,S)- 
tetrahydrofolic acid. 

fil. (Previously Presented) The composition of claim wherein said second agent 
comprises an NSAID selected from aspirin, ibuprofen, ketoprofen, naproxen, diclofenac, and 
diflunisal. 

lo7- 43 

(Previously Presented) The composition of claim>04, wherein said second agent 
comprises an NSAID, and wherein said NSAID is not acetaminophen. 

£9. (Withdrawn) The composition of claimj64, wherein said composition further comprises 
an immunosuppressant selected from methotrexate, azathioprine, and cyclophosphamide. 

(Withdrawn) The composition of claim 64, wherein said composition further comprises a 
steroid, and wherein said steroid is a corticosteroid selected from prednisone and 
methylprednisolone. 

76. 43 

?\ . (Withdrawn) The composition of claim £4, wherein said composition further comprises a 
cyclooxygenase inhibitor, and wherein said cyclooxygenase inhibitor is rofecoxib. 
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